Scavenger receptors: targets for antiplatelet therapies? ----------------------------------------------------------------------------------------------------------------Meinrad Gawaz UNIVERSITÁT TÜ BINGEN
Scavenger receptors are increasingly recognized as playing a critical role in atherothrombosis. 1 A new study presented by Valiyaveettil and colleagues in this issue of Blood demonstrates that oxidatively modified high-density lipoprotein (OxHDL) exhibits potent antiplatelet activity via the platelet scavenger receptor B type I (SR-BI). P latelets play a critical role in thrombotic diseases such as myocardial infarction or ischemic stroke. Beyond their role in thrombosis, platelets are the major trigger in boosting atherosclerosis. 2 In patients with hypercholesterolemia, platelets are hyperreactive, indicating that circulating lipoproteins in blood influence platelet properties. Lipidlowering drugs result in a reduction of platelet reactivity in these patients. Low-density (LDL), very low density (VLDL), and especially oxidized low-density lipoprotein (OxLDL), which all contain apoprotein B-100, enhance platelet activation, whereas high-density lipoprotein (HDL) has known antiplatelet effects. 3 Lipoproteins bind to the platelet surface and are internalized via specific scavenger receptors. A variety of scavenger receptors have been detected on platelets, including CD36, SR-BI, and lectin-like oxidized low-density lipoprotein receptor-1 (LOX-1). 4, 5 OxLDL preferentially binds to CD36 and LOX-1, and activates platelets via these scavenger receptors. SR-BI has been recognized as a receptor primarily for HDL, an interaction that exerts antiplatelet activity. Thus, platelet-derived scavenger receptors may play a crucial role in thrombosis and atheroprogression.
Valiyaveettil and colleagues have now identified an important mechanism allowing HDL to attenuate platelet activation. The authors' idea was based on previous findings from others indicating that HDL inhibits platelet function and that reduced levels of the HDL-binding scavenger receptor SR-BI are associated with increased platelet aggregation. 6 In their unique work, Valiyaveettil and coworkers convincingly show that oxidized, but not native, HDL inhibits agonist-induced platelet activation. The inhibitory potential of OxHDL was dependent on the agonist used to activate platelets in vitro. Whereas adenosine diphosphate (ADP)-or thrombin-induced platelet activation was substantially reduced, collagen-dependent platelet aggregation was only marginally attenuated. In further studies with knock-out mice, the authors identified SR-BI as the platelet scavenger receptor that mediates the antiplatelet activity of OxHDL. Interestingly, the antiplatelet effect of OxHDL/SR-BI communication was independent of the eNOS/Akt pathway, known to play a role in HDL/SR-BI-induced eNOS activation in endothelial cells. Although the work by Valiyaveettil and colleagues implicated OxHDL as an antithrombotic strategy, data validating their findings (eg, in mouse models of thrombosis) are lacking so far.
In summary, OxHDL, but not native HDL, has potent antiplatelet effects via platelet scavenger receptor SR-BI. This is a novel and intriguing finding that broadens our knowledge of how platelet-mediated hemostasis and thrombosis are regulated, especially in patients with hypercholesterolemia. The authors' findings open a new research area focusing on platelet scavenger receptors as promising antiplatelet targets. Understanding the (patho)physiologic role of platelet scavenger receptors (see figure) may not only be of interest to scientists in the field of antithrombotic research. Because platelets are the major trigger of atherosclerosis, targeting platelet scavenger receptors may offer a promising strategy to treat and attenuate atheroprogression.
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A recent paper from the Alt laboratory shows that recombination activating genes (RAGs) are not responsible for double-strand DNA breaks associated with some chromosomal translocations in pre-T-cell lymphomas.
B
-and T-cell lymphomas and leukemias are frequent hosts to chromosomal translocations, duplications, and deletions, the best studied of which are known to result in the hyperactivation of oncogenes or the fusion of 2 genes into a chimeric oncogene. How do these DNArearranging events occur? For the most part, there are 2 basic requirements: 2 distant doublestrand DNA breakages, and joining of the wrong ends together. A fair amount of circumstantial evidence implicates the recombination activating gene (RAG) proteins, RAG-1 and RAG-2, as key suspects in the DNA breakage step for some of these translocations. This is because at the pre-T and pre-B stages of development, RAGs naturally cut the DNA at the T-cell receptor (TCR) and B-cell receptor (BCR or immunoglobulin) loci as part of V(D)J recombination. In this physiologic process, RAGs cleave the DNA adjacent to segments encoding the various parts of the receptor, and the segments are stitched together into a functional receptor gene. The inherent imprecision in this process, in addition to the combinatorial possibilities of the segments that can be used, is the basis for much of the diversity seen in the adaptive immune system. However, pathologic consequences occur when RAGs cut other loci and join them aberrantly. Biochemical studies using purified recombinant RAG protein complexes have shown that their minimal target is the DNA sequence CACA, which occurs millions of times in the typical 6-billion base pair human nucleus. Thus, it has long been suspected that RAGs may be responsible for many of the chromosomal abnormalities in lymphocytes.
H2ax -/-p53 -/-mice, which typically die from pre-T-cell lymphomas with clonal chromosomal defects, offer an opportunity to test that hypothesis. A significant proportion of the T-cells of H2ax -/-mice contain translocations, but for the most part they do not develop lymphomas. On the other hand, p53 -/-and p53 -/-RAG2 -/-mice die from pre-T-cell lymphomas, but mostly without clonal translocations, deletions, or duplications. Could the chromosomal abnormalities seen in the lymphomas of H2ax -/-p53 -/-mice be due to RAGs? In this issue of Blood, Bassing and colleagues find that H2ax -/-p53 -/-RAG2 -/-mice still die from pre-T lymphomas and that these lymphomas still have clonal chromosomal defects. Thus, the RAGs are probably not responsible for these translocations. It would appear that loss of p53 is responsible for the lymphoma and loss of H2ax is responsible for the translocations. So, going back to the translocation paradigm, what is causing the double-strand breaks if not RAGs? And how might H2ax prevent these translocations? These are questions for another study. It is worth noting, however, that in actual patients, a significant proportion of translocations may still be mediated by the RAGs, while in this system loss of H2ax might drastically increase the proportion of translocations by other mechanisms. Still, this study does open the door to the possibility that these other mechanisms may operate to the extent that H2ax-as well as the other components along the same or similar pathwaysmight fail.
Conflict-of-interest disclosure: The authors declare no competing financial interests. ■ --------------------------------------------------------------------------------------------------------------- T he human persistent herpes virus CMV has evolved in close relationship with its host, during which it has developed a wide variety of strategies to escape the immune system, which in its turn has responded with a refined series of defense lines. Latent CMV infection is accompanied by an increase in the number of circulating resting, effector-type CD4 ϩ and CD8 ϩ T cells with constitutive cytolytic activity. Although it is yet unsettled whether these cells are all CMV specific, it has become clear that T-cell responses to CMV are among the broadest and strongest analyzed so far, occupying a considerable fraction of the T-cell compartment. 1 Cytotoxic CD28 Ϫ CD4 ϩ T cells emerge during primary CMV infection just following the decrease in viral load (see figure) . Importantly, a considerable fraction of these cells can lyse CMV-antigen-expressing target cells, restricted by HLA class II. The CMV-specific cytotoxic CD28 Ϫ CD4 ϩ T cells present during latency were shown to have developed, through very strong selection, from the virusspecific cells early in primary infection. 2
